Summary. Antispermatogenic effect of Methallibure (ICI 33828), Tretamine (triethylenemelamine) 
INTRODUCTION
This paper records the effect of Methallibure (l-a-methylallylthiocarbamoyl-2-methyl-thiocarbamoylhydrazine, ICI 33828), triethylenemelamine (Tretamine) and 1,4-dimethanesulphonoxy butane (Busulphan, Myleran) on spermato¬ genesis in adult rhesus monkeys (Macaca mulatta).
Methallibure has been reported to suppress the oestrous cycle in rats and menstruation in rhesus monkeys through an inhibition of pituitary gonadotrophic activity (Paget, Walpole & Richardson, 1961) . A reduction in urinary excretion of pituitary gonadotrophin has been observed in post-menopausal cases, in women of reproductive age and in men with prostatic carcinoma (Walpole, 1965) . In male rats, spermatogenesis is arrested at the primary spermatocyte stage and fertility is reduced ; the weight of the accessory genital organs and gonadotrophin content of the pituitary are appreciably decreased (Paget et al., 1961;  Walpole, 1965; Nelson & Patanelli, 1965) . Spermatogenic arrest and loss of weight of the genital organs have also been recorded in dogs presumably through suppression of pituitary gonadotrophic function (Paget et al., 1961) .
The radiomimetic agent Tretamine induces and maintains sterility in male rats when administered in small doses. A brief phase of sterility is observed 20 to 166 Amiya . Kar et al. 25 days after treatment without any apparent histological changes in the testis (Bock & Jackson, 1957) . Such antifertility effect is believed to be due to intra¬ uterine death of foetuses and pre-implantation ova in females inseminated by males treated with this compound (Steinberger, Nelson, Boccabella & Dixon, 1959) . Higher doses produce a biphasic sterility pattern (Bock & Jackson, 1957) and destruction of spermatogonia followed by maturation depletion of the seminiferous epithelium (Steinberger et al., 1959) . In dogs, intravenous infusion in small doses causes arrest of spermatogenesis with desquamation and pyknosis of the seminiferous epithelial elements and formation of multinucleate giant cells (Hendry, Homer, Rose & Walpole, 1951) .
A single intraperitoneal injection of Busulphan has been reported to cause reversible sterility in rats after about 9 weeks due to an inhibition of sperma¬ togonial development followed by depletion of the seminiferous epithelium by maturation (Jackson, Fox & Craig, 1961) . There is, however, no effect on androgenic function of the testes (Jackson et al., 1961) but the total gonado¬ trophin content of the pituitary is reduced (Kar, Jehan, Kamboj, Chowdhury & Chowdhury, 1967) . The biochemical composition of the whole testis (Ahlquist, 1966) or separated seminiferous tubules (Kar et al., 1968) Fig. 1 ). The tunica propria was normal and prominent. The interstitium contained Leydig cells and fibroblast-like elements and vascularity was normal. Methallibure had no effect on the histological picture of the testis.
The diameter of the tubules was somewhat reduced in Tretamine-treated animals. Spermatogenesis was arrested at the spermatogonial stage and the tubules were almost depleted except for these elements and Sertoli cells (PI. 1, Fig. 2) . In a few tubules some spermatids and spermatozoa were observed which were evidently in the process of depletion ; in others, a debris of desquamated epithelial elements was noticed. The tunica propria, interstitium and the vascularity were, however, normal.
The tubules of Busulphan-treated monkeys examined 30 and 40 days after injection were shrunken and infantile (PI. 1, Fig. 3 (Paget et al., 1961; Bock & Jackson, 1957; Steinberger et al., 1959; Jackson et al., 1961) , do indeed exert one or the other type of effect on the genital organs of male rhesus monkeys.
At the dose level employed in this study (16 mg/kg), Methallibure is apparently without any effect on testis weight or histology and pituitary gonadotrophic activity. However, the weight of the accessory genital organs is reduced but no noteworthy alterations in fructose level and acid phosphatase activity are observed. In the rat the same dose given for about the same period causes a depression in seminal vesicle and ventral prostate weight without exerting any effect on the testis (Paget et al., 1961) . On the other hand, even lower doses administered for longer periods cause spermatogenic suppression, decrease in weight of the accessory genital organs and a reduction in pituitary gonado¬ trophin content (Nelson & Patanelli, 1965) . It thus appears that the duration of treatment rather than dose is critical for the antispermatogenic efficacy of this compound. The nature of histological changes in the testis of the rhesus monkey after Tretamine administration is comparable to those reported for rats given high doses of this compound (Steinberger et al., 1959) . Spermatogenesis is arrested at the spermatogonial stage and the subsequent stages are depleted by maturation. The effect is selective since androgenic function of the testis is not disturbed. It is pertinent to note that small intravenous doses of the compound disturb spermatogenesis in dogs (Hendry et al., 1951 In a recent study, it has been shown that Busulphan evokes significant changes in the biochemical composition of the rat seminiferous tubules; the total gonadotrophin content of the pituitary is also consistently reduced (Kar et al., 1968) . It 
